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. DETAILED ACntKV 
Elecghn 

t Tbc Election filed ffJ/ll/OS ^response to tht Office Acticm of 6/12/06 is acksowiedged 
and has b^n mieced. 

Applicant's election with tav^ of Group 1^ claims 1-18 and 27-45,attd the si^edes: 
Group A, i» yitror. Group B, cheatfcai effect;- Group C, small cngsmc molecules and Group D, 
polypeptide or fragment thereof is acknowledged. The ^licant has amended clainjs 1 and 27 to 
limit the scope <>f claims to an on^genesis/Axl polyp^tide where ifae Axl potyp^de 
compnses an amino acid sequence with greater: than 90% identity fo SEQ ID NO: 4 and the 
angiogenesis/AxI polypeptide has kinase activity- Applictot has aiwsaded claim 19 to depend 
fiom claim 1 and applicant hais amiaided claiirn 45 to dqsend iftoni claim 27- 

Upon review md reconsidemtton, given the above cumeftdnwiiis* claims 19 and 45 will be 
i^joined to the eiected Qfoup I The claims will be exanrined as drawn to in vUra as tfce locadon 
for a method for JdeniiQdpg a dompound, as weB chemical, phenotypifi^ or physical eSfects 
and <»)ntiK)uiids wherieiit tttecompound is an antibody, aiitisehse molecule, RNAi molecule, 
small organic molecule. <K v^ that there is tfio distinctton given between a cbemicidi or 
phenotypic effect in the specificatiort, jt wiU be assumed for ewnnnation purposes ttial chemical 
or phenotypic effect are tiie mat effects. 

Applicant -s tFav^:sal to the le^riction requirement is on the sprounds that a search and 
exammation of ^ clahns would not iny^oise a senom burden on ifae emntn&t. 

The efwtiott requirement for Group A i$ maintained te^aiise: MPBP 4£!2.dl provides ftai 
restriction is proper between inventionii fliat are imtepiendectt ^ dutinet 
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The Irtemtuie seardii particdarly lel^vont iti Ais art» is not Goextec^ve and i& mi^ moxe 
important in evaluating the burden of search. For example, metiiods dmwn to in vitro assays do 
not require Ihe use of animals like in viw assays, which require 4i|Bfei£nl jrnellK^ and teehniques 
than diose of in vitro assays^ Itius difSereait searches are involved in ttte examinattoti 

of each spedes. For fi^se reasons &e election leguiiement is deemed to be proper mik iregatd to 
species group A and is ttegrefoiie made FINAL. 

2. Claims 1-19, 27-45, 53, and 54 are pakiing, 

3. Cledms 11» 3S and 19 have been v^fthdrawn finm fifftfaer coosisfer^on by the examii^ 
under 37 CFR L 142(b) as beirg drawn to non-elected inventions. 

4/ Claims 142^ 14-19, 27-37,^ 4045, 53^ and 54 are cuirenHy ui«ter cdniaderation. 

6. Claims 19 and 45 are objected to because of die followtng Informalitks: Die single sttp 
in $tili tnaiiced (lii). Removal of (iii) would obviate iG^i^ectiiofa 
Af^Fmyptiale correcfi^on is required, 

aabHRe^c&fas -3S VSC§n2 

Thefollowing is a quotadonof the second paragr^^ of 35 U.S^C. 112^ 

The speaUcmicm fthat I eoaciude with (o^ or mrt chim& psoticukrly poinlt^ tm M dUi^bu^ ctaimifig 
$ol7jdGt matter tlie appHcafl^ 
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7. Claims 1.12, 14-19, 27-37^ 4a.45^ 53, and 54 areitsjected under 35 U.S.a 1 12, second 
paragraph, as being indefinite for &itii^ to patticuJiarly point out and distinctly claim the subject . 
xn$tt$r which applicant regards as the invention. 

Claim 10 cit^ &e limitation **the method of claim 10» who^rdn thepolypepti<& is 
expressed in a cukaiyotic host ceU*". There is insufficient antecedent basis for t^s Vtmilation in 
the claim. The correcticm of this cMnpi to mfer to antecedent claim ms/uld obviate this lejectiom 

Claims t - 1 2« 14-19, and 54 are indefiaite because c^aim 1 does not contain a pc^tive 
l^rocess step which clearly i^lates back to ihe preamble. 

Claims 27-37. 40^5, 53, and 54 are indefinite because daim 27 does not contain a 
positive process step D0nch cleady lelates bade to the preamble. 

The following is a qnotatfon of the first t^graph of 35 U.S.C. 112: 

the ^ecifi|»idon shall contain a i^ac^ pfihe inventuHi^ and of the maimer and proc^ of miOckig 

and using it, in sic^ hilt, dear, coi»iise, and mstteo^ 

pertdns, or tvitb which it is most neady connected, to m^t and use^ same aid shall aer forth the best mode 
coQt^tated 1^ tilt htvexklor of tanking out his iiiyecitkRii 

g. CWak 1-^12, 14-19, 53,and54ai«feject3alnfider 35 112, first j^t^gr^h^becanse 
the spectficatioa, while being enabling for a method for identi^aiig a compound that modidates 
aiigiogea^, ^ method c<»niHrisiog the sjte{» of: (i) coi&tac^ the ^mpomd a 
pdlyp^tide compii^g "flie Axl polypeptide, wherein the Axl polypeptide CQmprises the ^hio 
acid sequence of SEQ fi3 KO: 4, wherein the Axl poiypepft}# has kmase activity and (u) 
determining the ^nction^i ef&ct of &e cpmpoxsxA upon the angjogenesis tKx^pepdde, do^ not 
reasonably provide eimUement §bt a method for identify iiig a compound that modulates 
angiogenesisfj die method <^pnsl£^ the steps of: {%) mntfsOing ihe compound witti an 
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an^og^3esi8 polype|nidd oomprisii^ an Axl polypepttde^. wherdh Qxs Axl polypeptide 
comprises an amino acid seqiieiiice with greater than 90% or 95% idandty to SEO ID NO: 4 ot 
comprises SEQ ID NO: 4 and wherein the an^ojgoe^^js jxAypepH^i^ Im kinase actiifity; and :(ii) 
daenniningthefanctidnaleffe^ofthe The 
speei^Scation does not enable my person skilled in the art to which it p^tsdns^ or with wbidh it is 
most r^ly connected, to use tl» inv^on conunassurate in 9(50pt with Aese claims. 

The cl^mns are broadly drawn to a mefihod for identiiEytng a compoimd modulatss 
angic^enesis, the method composing Ihe steps ojt (t) contacting the compound with an 
angiogenesis poiypq^iide camjmmrig an Axl polypeptide, ^wtaama ibe Axi polypepdde 
cornpris^ ari amioo acid sequrace with greater than 90% identity to $£0 ID HO: 4 md wherein 
tte ati(gj»%enesis polypeptide has kinase activity; and <ti) deteitnimng the imk^tional effect of die 
compound upon fte angiogenesf s polypeptide. 

This: means that the cimms encompass a method for ideiMfyuig a compound tl^ 

polyp^de has kinase activity. It is noted fihat the sped&ation defines m an^Ogene^ 
polypeptide as polypeptide polymoiphic variants, atieles, mutants^ and inten^pecies homologs 
that (1 ) have an amino acid seqtmce thai has greater titart about 60% amino add sequence 
ideiitify, 65%, 70%^ 75%, 80%, 85%, 90%, preferably 91%^ 92%^ 93%, 94%, 95%, 96%, 97%, 
98% or 99% or greater amino acid seqtience identity, preferably over a region of over a region of 
atleast4x>ujt25,S0, T00,2(^50Q» IWK), or more amino aci<|^ to a polypeptide enco^ 
refereticednuc}d(i acfdorloit anu^ bridj^ngp. 7aiid^. F^ioriiher (he claims 

a]?e drawn to an ''atigiosgeoesis pol;rpe|)ticte^ which comprise an (emphasis added) asiino Q(M 
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sequenipey which clearly i^^ad$ on a partial sequence. Thus^ the claims read on any polypeptide 
that comprises 60% of a2S amino acid sequCTce fragment of S£Q ID NO: 4 Qiat has kinase 
activity. 

The sixecificatiQii fiuther teaches that the term percent "idjentity*^ incli^des sequieticiBs thai 
have deletions and/or additions^ as well as those ^ have substitutions* The specification 
iteaches 1hat» preferably, i^tlty .^ists over a iregton that is at least about 25 amino aisids in 
length, or more ;[»ieferably over a region that is SO-l 00 amino acids in length, se<^ para, bridging 
p.3 and 4 of ^endment to the specification dated August 20, 2(K)4, 

The specification teaclM» that a finictidiial genetic serening strategy was used to idexUiJ^ 
proteins involved in regulating ehdothefial cell migyatipn on specific matrix Components»€.g. 
vitronectin, by stably expre;^ing ompkK tihmi& of vark»ys types of genetic elements (e.g. 
cDNAg and GPP-filsiotis) in human piimaiy endothelial cells (e^. HUVECs) with a letroviral- 
based system^ p. S Ijne$ 3-7> tlie sj^ification teaches that the migration: of activated oodothehd 
cen$ thitnigh a vitmectm-rich provi$i0i^ matrix is ciitical to &e Sbmiation of new blOOd 
vessisls during angiogenesis and is idepetident on adh^on 7t^eirtot$ containing alpha V integrms 
(such as alphaVbetaB which binds fe> vitronectiB)> p. 1, Unes22-25, Using this method cells were 
selected fot impaired hapbt^utk, Example 1, p. 4^^ lines 23-30. the specification teach^ hi 
Figure 1 1 that Axl was identified as an entisenise hli in tins asssQr, 

The specification teaches that Axl is a receptoi: tyrosine kinase that possess^: 
ttattsfofird^^ activity in vltra and thai Axl is^e^tpire^ in the vawailatwe, e.g., endothelial cetts 
(HUVEC) ind VSMQ p. 6, lines 9-li. Further^ specifiMtioaifcsushe&that A^ is upregufated 
in YSMG after vasci^ injuiy, p. 6, lih^ 14, 
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Ot^c^dt eittfiEii]^ fte te^ngb bttkt sipecific^on to llie scop of th^ clmms iii 
view of the teachings of the 3peGification that an angiogenesis polypeptide is only lequired to 
have ^0% ammo add se<}tien0e i^ti^ over at least about 25 amino adds of SEQ ID NO: 4 and 
have kinase m:tivity and can include numerous iype^ of poly[;^tide variants and that an Axl 
polypq)ti de of greater than WA Identity need ofdy have jd^itity over a region of 23 airnno acids 
In length and this includes sequaices that have various amiiK) acid cbang^ because tfaei^ ^re no 
teachings in fee specification that fee variant polypeptides will fiinction as claimed, Le, as an 
angiogen^s polypeptide that kinase activi^. The functioa) of the claimed angiogenesis 
jpolyp^ptrde cannot be predicted ^ ven the teachings of tf^ ^)ecificatiQn and fee art of record. 
O'Bryanetal. (Molecular and Cellular Biiotogy^ fee conise^^ 1991, I I: 5016-503IJ teaches feat 
sequence of fee tyrosine kinase, domain of Axt cont^ns oy^ 200 anpibo acids conserved vvife 
ofeer tyroi^ne kkasesi, see Pig. 3C, p. 5023. Thus, an anagenesis polypeptide wife &)% 
sequence identity over 25 amino acids (13-14 amino adds) comprising an Axl polypeptide^ 
vvtere^ tib Axi polypeptide comprises an mm> wii seq^uoice wife greater fean 90^ id^tity to 
SBQ ID N05 4(15 amino acids X 0.9 13-14 timao mds) caimbt reasonably be pmlicted to 
function as en^ogenesds polypeptide that has kinase a^vity as daimed since neither the 
speciiication not fee art of reeded tea»li^ how to mu^ke fee claimed polypeptide wherein the 
polypq)tider^aiiis only 15 arnino adds (60% of 25 anuito etciiH) of SEQ ID NO : 4, 

In particular^ Bowie et al (Sdwce, 1990, 257:1306-1 310) teach feat m amino acid 
sequenoe racodes a message that deteimin^ fee shape and fimctioaof a protem and feat it is fee 
ability of feese ptptdns to fold Into imique tluee-dim^ns^onal structures feat allows them to 
(imctioii and caiiy oiit fee instrucdons of fee g^ome and ihirthar t^iciies lli^t the pfoblem of 
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predicting protein structure from sequMiire datu in turn utiiiizing piediefed structtual 
detenninatians to ascertain functional aspects of thie ptotetn iis extmtbety complex (ool U p. 
1306). Bowie et al fiatheF teach tfrnt while iC id known that mai^ amino acid sohstibiiions fcre 
possible in ainy given prdtein, the position wifiiin the protein's sequence where such amino acid 
isubsUltutions xm he m&(k witha i^easonable expectation of maintaining fiw^tion aie littiited. 
Ceitiain positions in the seiCiti^e m ditical to the three dimensional $triietuce^function 
relationship and these regions can totemte only cpnservafive sub$(itmions or lio suhstitu^m (col 

p- 1 306). The si^ti vity of proteins to Mtisrations of even a single aniino acid in a ^(i}uenice 
are exemplified by Bui^sseral<J of Cell Bio. 111:2129-2138^ 1990) who teach that 
rq)lacenieat of a sin^ lysine reside at position U 8 of acidic fibrobla^ gcowth &c!tot by 
glutamic acf<IIed to the stibsCaritial loss of heparth bthdmg, xecepliixr brnding dnd bbldgical 
activity of the pmtein and by Lazar et al (Mpteculstf and Cellular Biology, 1988^ 8:IM7-12S2) 
who teach that in transformi]^ growth factor aipha, replacement of aspaitjc md si pc^'on 47 
with alanine or aspa^rag^ne did not affect biological activity while i^epla^iienient viith senile or 
glutamic acid shaipty reduced the btobgp[cat activity of tnitosen, Tbi^ refrr^cvc^ 
demonstrate that ev^ a single aroino add substitution will oftm dramaticaUy affect tt^e 
l»ologicaI aictivity and chazactensticis Of a protein. In view of tbe unlinntesd aiKl undefiaed 
aUeration in the angiogenesis polypeptide contonplated in the spepiftcatfon and ciaimed, the 
function of the bro9i% cl^f^d angiogenesis polypeptide wotdd not be expected tc^ be the sm& 
as that of an unaltered angiogeneds polypepf^de with Idnase ac^tivity and the effects of 
modulators of the claimed proton could not be extrapolated to j^ec^ on SEQ ID NOi 4 with a 
reajsona^k ^peclation of success^, 
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Clearly, given the teachings of Bcfwifeetal, Uaa* et al,todBuigess rt d tiieirffccfeof 
undefined changes in the kmase activity of an angiograesis polypeptidt coniqnising an Axi 
polypeptide iivberdn the Axl pol^|>eplide comprise an amino acid sequence Kvith greater than 
90% or 95% identity to SEQ li>NO: 4 over 25 amino acids and whierdji the angiogenesis 
polypeptide has kinase activity could not be predicted. TbuSy it would tiike mtdoe 
expmmentation fcr one of ordinary skill in the art to {uractice die invention as claimed. 

Applicant is reminded Htm MPEP 2164.03 teaches **ftei«fi0unt of ©iidance or dti^on 
needed to embtetbe. invention is invei^dy rtlmed tdthe aniou^ 

ait as v^ll as die piie^ctaMity of ttie art; !n re Fisher, 428 F.2d 833^ 166 USPQ 18, 24 (OCPA 
1970) the amount of guidance or direction refers to that infoimation m die application, as 
originally filed, thai teactes exactly how to make or use thp siiv^tipn. The juore that is bumn 
in the prior art about the nature of fte invention»liow to tnake, and how to use the invention^ 
and the more predictable the art is^ the less information needs to be ejqplieitly state in the 
specific^n. In contrast if iitde is know n in the prior art aboutllKnature of the inventlonand 
the art is unpredictable, the spectfbalion v/ould need more detai) as how to make arA use the 
invention in order for it to be mabling. Given only lackof giudanceindiespedficaiion^ noonc^ 
skilled th fte ait would accept die assertion diat i^e claimed invention would function ^ 
contmplated or as ctaun^ based only on the inf^Mrmatton in the ^jjecificatioh and that known in 
the art at the time the invei^bn was made^ 

The specification provide insuflident giudance wifli r^aid to Ih^ issues and provides 
no working exaraq^l^ which would i^pyide guidance to one skilled iA the art and ho evidence 
has teen provided which would allow one of ddU iii the ait to predict tfa^ the invemion wiO 



PAGE 9/39 * RCVD AT 8/17/2006 1 1 :31:21 AM [Eastern DayDght Time] * 8VR:U8PT0-EFXRP-2/5 « DNI8:2739031 « CSID:U8PT0 " DURATION (mm-ss):30-16 



USPTO 8/17/2006 11:31 AM PAGE 10/039 Fax Server 

peter reddig COMPANY: 



Applicatidn/Contol Number 1 0/^6,809 Page lO 

Art Unit: 1642 

function as cCmt^nplated with a itasonable expectaiioti of suc£CiB$8> For above reasons, it 
appear that undue experunentaiion would be lequiied to practice tbe daimed in ventioa 

9. Clauns 27-37, 40, 44, 45, 53, and $4 are rejected under 35 U.S.C. 1 12, first iwagraph, as 
failing to a>inply with the enabifflient requirement Tb& clauns contain subiect matter vvbick 
was not described in the specification in such a way as to ismScHc one skilled in &e art to ^ch it 
pertains, or with wfaidbi it is most nearly connected, to tnake andJ^or use the inyentioa 

The claims are drawn to a inelhbd fit identifying a H;x>ii^und that mochdat^ 
tomorigen^is^ the method comprising the st€^ of: (i) fc^ntadii^ tbe compound wr^ an Axl 
polypeptide, wherein the Axl polypeptide: comiprises an animo acid sequence wth greater than 
90% or 95% id«iti^ to SEO It) NO: 4 or wbercin &e Axl pol)|pie^tide emprises SEQ ID NO: 4 
and wltierein Hie Axl polypeptide has tdnase aciiyiiy; and (iO detetnuning ^e !iirK^ti<^ ^{fect of 
tibe compound upon Ihe Axi polypeptide. 

The claims encontpass a method for identiiyti^ a <»m|K»mdd]at wOl be efifeetive in 
tn^dMlating tuffiorigenesLs by deteritmring the f un^onal ef&«t of the conqjiound on an Aid 
polypeptide^ >^eiein the Axl polyp^de comprises an amino s^iid sequence with g^-eater than 
90% or 95% identity to SBO ID NO: 4 or wh^in the Ax] polypeptide comprbes SBQ tD NO: 4 
whei^in Axl |K>lypepttde has kinase activity* 

The ^lecification teaches (hat a functional genetic seining straSejgr Wd$ used to ident^ 
{^oteins fawotved in r^^olating esidDthelial eel! miration on specific matrix components, e.g. 
vjtronecdn by stably expressmg:am]^ Ubraries of various types of genetic eleinents (e.g. 
cDN As and GFP^fiiacms) iii hoanan t^rimaly endothelial cells (e^. HU VECs) wiih a t^viral- 
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ba^ system, p. 3 lines 3-7. Using fhis metliod cells ^mre sdecteH f&r impt&ed haptoitecds. 
Example 1> p, 48, lines 23-30. Tl» specification teaiDhes m Figure 1 1 that Axl was identified as 
an antisenSe l»t in thij» a^y. 

the spedScation teaches that Axl is a receptor tyrosine Jd&ase thai possesses 
transfonninf acttvity In vitro and that A>d is actlv^ed by its ligand. Gas 6. The dpecificiaioti 
tew^hes that Oaa^ Axl interactions stimulatie ceil smrvivai and diemota^ds. The specification 
fbtrfher teadies that Axi is associated %0th seyeia) iSsieases inctuding iheinnatoid arfliri^^ 
endometriosis cancer, e.g.ihyeloid teulosnnas such as AML and CML, thyroid cardnomas, and 
breast cancer, see p. 6, lines 1 1-19. 

Gtv^ the teachings of the specification on cancer and tumorigenesis it is cJear that 
claims 27-40, 44» 45, 53, and 54 are tewntoidenti^g aniitumorihCTapeutics. 

One caiinot ettrapdlaCe the teaching of the specification to easement of the claims 
because, although it is known in the artftat Axl is associated Vidtfa tumors and tumor c^l. 
tiansfotmatkm, mWs^r ihe specificafioit nor the art of records provid!^ any nexus dtxtwa to Axl 
and anlitutnor theraj>eutics in vivo. 

In particular, it is vfell known that ttie art of anti^K^ancer therapy is hig^ unpredi^^le, 
for example^ Qora (Science, 1997, 278:1041-1042) teach^ tibat since Ibnnal screening for 
cancer dierapeutics began in i 955^ altfaou^ many jihmcsands of drug3 l^e ^awH activity in 
either c^U or animal mctfeb, oxdy 39 have aeinally been i^wn fa b6 u^ful for chemqdiet^py ip. 
1041:, see I'* and 2^pam.). 

Furthemore, Jain discloses the art known in vivo barriers tO; the delivery of drugs into 
solid tusK^ whidst have to be overcome for a suceessfiil anttttEOior ^en^ies (Sdenfific 
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Amencan July 1 994). Imp^iments to drug delivery incliKte (1 > Nonmiifomi bipod icfe^livery 1o 
all areas of tbe tumor ixi ivhidi some areds of the tumor receive therapeutic agents aiid other 
mieas of die tumor itecdvi^ no therapeutic agent at aljL (Page jSO col. 3); (2) Ino^ased viscosity of 
blood hi the tqmor iisdi vMch liI$o binders diiig <felivery1te) the tumor (see: paragraph bri4gbg 
pages 60 and 61); (3) Hig|i hquid pressure in the interstl Uai matrix can lefard the delivery of 
large th^^peotic agents, such as aotibc^es,^!^^^ I parape^ 1);(4) 

Convection is a n«3cSsafy mechanism by wiuich liarger th«apeutia molecules such as mtibpdks, 
reach target cells which are not directly fed by the vascuktoe. Convection: is not iShsm^ in 
lai^e tinnors (defined as more than centimeter in diameter^ page 62 coL 1) and co&vection is 
liefeessary for ad^xaie drug dfelivery of thoiecuJes havijig a molecular wfcight of more niim 5000 
(page 61 . coL 1 through page 63, coi 3) arf (4) Molecules as large as antibodies (Le^ 

50^000) would require several months to teadh a unifonn concentration in a tumor tha 
measures I centimet^iniu£\is (page 63, cot.2). 

Thus one cannot predict tosed on the specification md die art of record ih$t d^ cJotn^ 
m^od would be able to identify a compound fliat modutates tumoi^enesis ffvm the known 
difRcultiesin the art in the development and delivery of anti-cancer therap^tics. Thm, mim 
expmmentsdon by one of ofdinary sJdll in the ^ would be necrasaiy 1o practice the meQiod as 
darnel 

Applicant is reminded that MPBP Z^^ te^hea^eamount of guidance ordnecdon 
needed to enable the invention is inversely retatisd to the amoxint of loiowledge in the state of the 
aflaS SveM as the predictability of the art M te Fisher, 428 F.2cl 833, 166 USPQ 18, 24 fCCPA 
1 970) the amount of guidance or direction refers to that information in the aipplication^ as 
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originally iileii (hat teaches exactly how to msk^ or U36 th^ iaventloiL The that li known 
in the prior art about the nature of the invention, how to make, and how to use the invention^ 
and the more predictable the art is. Hie k$$ infdzmation iieeds to be explicitly state hi the 
speciiBeatiofi- In contrast if tittle is known la the prior art about the nature of the invendon and 
the art ts unp redictable, the specificati on need more detail as Aow to mate and use tiie 
invetftjon in order for it to be enabhrig . {Hveii only lack of guidance in the ^ificatioii^no (Mie 
skilled in the art would accept tte a^ertion that the claitned invention would fiinction as 
contemplated or as claimed based only on the infoimatton in the j^^ecdiication and that known in 
the art at the time the inventicm was made. 

Ttie specijScati on provides insufipcient guidance with i^ard to these issttes and provides 
no wQiidng example^ wliieb would provide guidamcis to otffii skiUed in tli0 art aisd nor evidi^e 
has been provided which would altow one of ^iU in ihe art to i:»redict that: the invention will 
iunction as contemplated with a reasonable expectation of success. For the above r^isot^, it 
appeior that tmdue exp^^nmeiitation would be required to practiceihe cljltimed invention, 

10. If applicant were able to overcome the traction set for£h above, daims: 27-37, 40^5, and 
53 would be rgected under 35 1 12, first par^raf^, because th^ sp^ifie^on, wMle 
enablini; for a method for identifying a mapom^ that Inhibits tumotigenesis, the method 
comprising, the Bteps of, (i) contacting the compnmd with the Axl pol)^pdde, v^erein the Ax! 
polypqnide compt^tses an ammo acid siequenoe of SBQ ID KO: 4 and whereinthe Axl 
polypeptide has kinase actiyi^ and Qi) detemiining die ftmctiond effect of the compound upon 
the Axl polypeptide^ does not reasonably provide enablement a mefllod ftrr identiiying a 
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compowKl that !moitttlat€s tumorigen^is, &e icethod eooiopri^g the steps oft (i) coiitaiiting the 
compound with the /txl polypq^tide^ wherein the Axl polypeptide con^rises an amiao md 
sequence of SEQ ID NO: 4 aind wiufein tte Axl polypeptide hasldnase activity, mA (ii) 
^tenmmT% the iim:tionai effect of the compiDund \spon the Axl pol}p^tfde. 

The claims are broadly dlravm to a method for identifying a compomid that modulate 
tumorigeiiests, the method contpri^ng the sitiep of: (i) contacting tibe com|X»md ^th an Axl 
polypeptide, and (ii) detaining the fimptioiKd: effect: of the compound upon the AxJ 
poIypq>tfde« 

This means ttiai the clahi^ method ean identify a compound that increases or decre^^ 
tuniorigeciesis. 

The specification teaches th«|t Axl is a raptor tyrosme Jdnaae th^ possesses 
transforming activity in vitro and tiM Axl is active by its Iigan4 Gas 6, The spedficati<»i 
farther teaches that Gas6-Axl interactiQns stimulate cell survival and cfaemotous. The 
specification fuitber teaches that Axl is associated widi several dis^@^ IiK^Iuding rheumatoid 
arAritis» endometriosis, canc^, e.g. myeloid leukei&ias soek as AML and CML, thyroiid 
caroinomas^ and breast cancer, sise p. 4 lines 1 1-19. 

Cm cannot extrapolate the teachinjg^ of the specification to &e scope of thedauns 
because Axl isa urarisforming getw that Increases ttoe tumorgemcify of ceUs, thus, the method 
could not be predictably be used to. detect an absent that tiirth^ increases tumcdgenci^. 

In particular, 0*Bryan et ai. (Molecutar and Cellular Biology, 1 991 , 1 1: 5016-S031) teadh 
that Axl wa$ isolated from the DHA of two chronic myelogenous leukemia patients and 
increases isoplastxc transfonnati<Mi of NIH 3T3 celts in vitro and fn vivo^ see Abstract, Fig, $ a^ 
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for the stimulation of neoplastic transformatioiL One. cannot teascnably predict for tbe metkid 
ciaitned tl» level af Axl or Axl kinase acfiviQ^ d^at will traiiisfoim ^ celts. Thus, otse could not 
reaspxmbly predict tbat contactiiig a compound with m Ml polypeptide would ideoti^' a 
compound (hat would iiaciease tomorigenesis. Thus: it would requm imdue expedmeiitatioa for 
one of ordinary skill in the art to practice the method as claimed. 

Applicant is reminded that MPE? 2164.03 teach^ "the amount of guidance Or diteetJon 
needed to enable the invention is inversely related to the amount of knowledge iri the state of fiie 
art as well as the predictability of the art In re Fisher, 428 ¥2d 833, 166 UiSPQ 1 24 (CCJPA 
1970) the amount of guidfflioe or direction refers to that information in the application, as 
origmaliyiae4«h^a teaches exa^^ The more that is kiiovyn 

in the prior art about the nature of the toventioii^ how to iiaake, and how to use the invMfion, 
and the more predictable the art ^ tte less information needs to be explicitly state in tbe 
specilScatiori. Ih contrast if Ihfle is known m flie prior art about the nature of the invent^' nn an^ 
the art ts unpredic^le. ttestiecification would tieed mbt^ 4^ ^1 ^ haw to make tod use the 
ittvenfion m orfer for it to be ^bling. Given only lack of guidance m Ae^|eci£te^on»^TO 
skilled m die act would acQept the assettian that the claimed invention would fimcti^ as 
contemplated or as clair^ based only on the inforuMion in the sj^dfiGation and that known in 
the art M the time the invention was made. 

The specification i»ovi<tes msufGcient gmiiUuice with regard to these issues and provides 
no woiiciiiig examples which would provide goidm&st to one skilled in the ait and no evidence 
has been provided which would allow di«s of isMl in the an to piedict that the invention 
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function as oonremplated vdtii a reasonable expectation of success. For tbenboveieaisQn^ it 
ap{^ tMt undue exp^runfiiitatiou would be cec|aired to prodice the claimed invention. 

U . If dppll<:a]tl]t w^^ible to oveicoihe tte rgection setfimfa above^ claims 27-37, 40-45, and 
53 would stiD be igected under 35 XJAC. 1 12, ikst psatagpaphr because the ^pecific^on, while 
being enabling for a me^o4 for idetaif|fing a <;qtt}pouixl that modulates tumorigene$is« the 
meftc^ cortlprismg the steps of: (i) contacting the compound with the Axl polyp^tide, whereto 
the Axl polbfP^^^ comprises an amino acid sequence of SEQ ID NO: 4 and iidberdn the Axi 
polypeptide has kinase activity, and (ii) determining tiie fonctkmal efiect of tfc^ con^K)und upon 
the Axl polypeptide^ docs not rearonaWy provide OTablement for a method for identiifymg a 
compound that modulates tunrorigenesis, the mettiod cc^npriisimg die ist^s of: (i) cpnte^gthe 
compound with an Axl polypeptide, wfaerdfi &e Axl polypeptide compikes an santno acid 
sequence witii greater than %% or 95% id©«ity to SEO ID NO: 4 and wherein the Axl 
polj^tide has kinase activity; and (it) detj^rrninrng the functional eiSTect of the c^ompdund upon 
the Axl polype^tidte. The i^tfication does not enable any persm. skilled in the ait to which it 
pertains, or with which it is most nearly connected, to use tl^ mvention commensuraie in scope 
vdth these claifns: 

The daims are drawn to amediod for identiiying ^ con:^und ttutf nsrodulafiesr 
tumorigenesis^ the method comprisingthe steps of: (i) contacting the compoui^ with an Axl 
polypqstide^ wh^n the Axi polypeptide^on^^ an ammo acid sequence with greater than 
90% or 95 % id^tity to SEO ID NO: 4 and wherdn the Axl polypeptide has kinase activity; and 
(ii) d^^nmning the jKmctional effect of the c^mpo^md upon die Axl poi^peptiik. 
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This means ttiat any Axl poIypq>cide wtecein die Axl pplype^cfe comprises m amsH) 
aeid sequence Vith greater than 90% or 95% identity to SEO ID KO: 4 and vAi^n the Axl 
polypeptide has kinase activity can be used in the daimed Jthetl»d Thus, the claims read on an 
Axl polypeptide whersan tte Axl polypqptl^ comprises 9 amino acids oJSiBQ ID NO: 4 
because 9 amino acids is thesniaLlest v^le integ^ of a polypeptide of 90-95% ictentity crf'a 
gives nmnber of limtoo $cids, Le. 90% or 95% of 10 amino acids- 9 ammo aeids; 

It Js mtied ttxat flie specification teaches that ibe imos "Identical^ ot pendent "id^ty," in 
the context of two or more polyp^de sequences, refer to two or more sequences or 
subsequences that are tte same or have a specified percentage of emiiKi acid residues that^ tfie 
same (i.e., about 70% identify^ pieferaWy 75%, 80%, 85%, 90%^ 91%, 92%, 93%, 94%, 95%, 
96%, 97%, 98%, 99%, or higher idejility ov^ ft specified region (e^g^ $E0 ID NO: 3 or 4% when 
compared and sttiffwd for maxinnim conespondence ov^ a eomparison ivindow or ctesig)tfa£ed 
region 9$ n^saiutjd using a BLAST or BLAST 2.0 sequence comparison algorithms or hy 
manujd aUgninrat and visud lliespei^cation teaches diittt^ 

includes sequ^nc^ that have di^tetions and/or addttix^ as well as (hose tliei have substations. 
The specificaiion teaches that, prefembly, identity exists over a regton that is al least about 25 , 
amino t^dls in Or more preferably over a reg^n lliat is 50^ lOQ atbiSdo in Icngtfi, see 
peu^ bridging p. 3 mi 4 of amendment to the specification dated AiUgust 20, 2004. Further ii is 
noted the claims are drawn to an Axl polypeptide wlierein the Axl polypeptide comprises amiao 
acid seq^icnce wjLjdi gr(^ than 90% ot 95% identity to u <fsoapl»sis added) amiiio add 
seqiwnce of SEQ JD NO: 4 which reads, for exam|»]e, on a polypeptide comprising 9 mino 
adds of SEQ ID NO: 4 that has lunasc activity. 
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the spedfication teaches fbat Axl is a xeceptor tyrosine idngselfaat possesses 
transfonning activity in vitro and that Axl is activat^ed by its ligaad. Gas 6. Hie spccificaliGU 
fiitiher teaddes that. Cas6- Axl i&tecactions stimulate istcmval and ciicmotam The 
specifics^on further teacbes (hat Axl is associated with Sfeveral diseases {including iheionatojd 
artimtis, endometriosis,, cancer^ e.g. myeloid leokemias sudi as AML and CML, th>TOid 
earciooism, axkdlbregst caneer, seep. 6, Imes J 1-19. 

One cannot eidrapotate flbe teachings of the ifieoiiiii^aiioa to tfie scope of the cWms in 
view of Ae teachings of the i^ifi<^Gii itiat an Axl polypie^tide of gf^ater than 90% ideatiQr 
which reads, for example* on a polypeptide comprising 9 aimimo acids of SEQIp NO: 4 diat has 
kioase activity and can inciade sequences with numerous iypos of amino acid sequence changes, 
because thm are no t^hin^ that the variant polypeptides will as claimed, i^. as an 

the Axl polypeptide wherein the Axl polypeptide comprise an amino acid sequence wi& gi^er 
than 90% identity to S£0 ID NO: 4 cannot be fjoredicted giv» the teachings of the si^cificatioii 
axftJthe artofiMord; 0>BtyjW etd.(Moleetdar and CeUute Biology 1991,11: 501^5031) 
teaches that the consensus sequence of the tyrosine kinase domain of Axl contains <iv^ 200 
amino adds conserved with ol^ tyrosine lanases^ see F% 3C, p. $023« Thus* a polypeptide 
sequence with only 90% id^tity to SBQ ID NO: 4 (-4 amino acids) cannot reasonably be 
predicted to function as an Axl polypeptide that has kinase a$[trvil^ as dain^d 

In particular, Bovne et al (Science, 1990, 257: 1 306-1 310) teadb diat an amino acid 
sequence encodes a mess^e that detectnines the shape ataf fuftctiori of a protein and that it is the 
ability of dnese proteins to fold into unique threeKiimensiot^ stttn^tmsts &at allows them 
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^ctioB and carry out the instroctions^f tbe gemme and fiudier teadb&s Om tite pfoblon of 
predicating protein ^[tnicture torn sequence data and in turn utilizing predicted structuial 
djeternmmtions to a^^ertain fuivcitional a^>ects of ttie protein is extrmdy complex (col U P* 
1 306). Bowie et al ftirAier teach that while it is known ttat nuopiy amino ^id satetiustions are 
posfflhle in any ^ven protein, the position within &0 protein's ^uenoe wisere such amino acid 
substitufions csai be made with a reasonable expectation of mamtaining fimction ate fimited 
Certain positions in the sequ^ice axe critical to l^t three dimensiotiial stcucture/fiat^tion 
relatioiu^ and th^se regions can tolerate oiily cdnsen^ve sul:^titutiox8 or no sobstitutioiis (cbl 
2, p. 1 306). Tlie sensitivity of pi:ottinS to altetdtions of even a sin^^e amino ackl in a sequence 
ape exemplified by Btirgeas etal (J of CeH Bio. 111:2129-2138, 1990) who twuA that 
r^l^cement 0f a jingle lysAae r$sicterat position. 1 18 of acidic fibroblast growth .fiurtor by 
glutamic add led fo the substanfiial loss of hiq)aiin binding, receptor biiiding md biological 
activity of Uie protein and by Lazar et al CMoiecular and Cellulat Biology^ 1988, 8;1247-1252) 
who teach that in transforming growth factor alpha, teplacemerit of aspartLc add at po^tiw 4? 
widi alaxnne ox asparagine did not affect biological at^vtty while replacement with smne or 
glutamic acid sharply redqced the biological activity of die nutogen* Tliese i^ereoces 
d^jistrnte ibaS a siiigle «miiao acid si^tcftcon will oflte^ dcamaticaily aESsa the 
biological activity arid characteristics <rfa proteia In view of ttie unlimited and tmde^ed 
altensudons in the Axl po^peptide o^templated in the spedfication and clainusd, the function of 
an altered Axl would not be eispecCdd be tiie same as tfiat of the unaltered AkI polyp^p^ and 
the effects of moduisddng the claimed protein could not be exttdpoldted to effects on SEQ ID NO: 
4 with a rea^nabte expedtation of success. 
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C!eaAy> giviEsn tte teaefaohgs of Bowie etsL, Lazar el al^ arid Burgee et al, the effects pf 
unlinuted and uode&ied duuiges in an Axl poIype{»tide could not be predicted. Thus it wotild 
reqaiie uiftiue expi^imeiiteli(»i for one ^^drdmary skitl m tlie art to praotice ti» method as 
claimed. 

Applicant is reminded ^at MPEP 2 164.03 tead^ ^Ihe amontit of guidance or dii^oxi 
needed to enable die invention is inversely related to the amount of knowledge in the state of tfie 
artas well as the predictability pfa^ In re Fi^er, 428 F,2d 833, 166 USPQ 18^24 (CCPA 
1970) the amount Of gtn^^ in theappb^caticm^as 

originally filed, that teaches exactly how to make or use ttie invention. The more that is Imown 
in the prior art about the nature of the invention^ how to make, mi how to use the invention, 
and tfie mam prodic£able the art is. Hie less infonnadan needs to be &cfdk:ttty state in the 
spedfication. fa contrast if little h known in the prior art about the nmr^ of the iq ventfnh gjid 
the art is onpredictable. the specification would need mote detail as how to m^ ka and iise the 
th ventton in order for it to be enabling, Given only l^ick of guidance in the ^pec^cat^ 
sfcilfed In the art would accept Ae assertion that the claitned invention would function as 
contemplated or as daimed based only on die infonnatioa in the ^^yeciiicKdon and ^ known in 
the art at &e time the invention was mi^ie. 

The specificatiim provides insufficient gui<tonce with legaipd to these issi^ aad i^vides 
no working «Kampt^K5 wkreh would provide guidance to onediillrf in the art andiio evidence 
has been provided wMch would allow om of skill in Ote art to isedtet that the invention wiU 
function as ccmtempiated a reasonable expectation of success. For the above nsasoi^s^ it 
s^ear ti^ undue experimentation would be m|uiied to practice the dmmed invention, 
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12> GlaiBis 1-12, 1449. 27-37,4044, 45 and 53 are «!iected 112,/ifst 

pmkgrap^ as lackk^ aii adequate written des^ptiOii inllie $pedficaliQiL 

Claims M2, 14-19, 27-37^ 4045 and S3 are drawn to ffiethoda for ideiail^ing 

compounds that modulate angia^tiesrs or tumorigenesis^ the methods comprising the step of: 

contacting the compound with an angiogenesispolype;riSde ootiqsrtsing an Axl polypeptidi^ 

wherein the Axl pQlypeptide comprises an anuMD acid sequcnice wth greater than 90% Qr 9S% 

ideritiQr to S£0 ID NO: 4 and wherein the anagenesis pol^ptide has kituise activify C^or the 

meAiod of claim 1) or contacting ttie compound with an Axl pofn[)eptide» whetdn. the Axl 

polypeptide comprises m ammo add sequence with greater than 90% or 95% idenfity to SEO ID 

NO: 4 and wherein the Axl pdypcptidie has kinase activity (for ^ m^iihod of cldm 27). 

Althou^ drawn to DNA arts, Ihe findings In Univen^iyDf California v. Eli Lillv and 1 19 

F.3dl559,43 USPQ2d 1398 (Fed. Cir. 1997) and Enzo Biochem. he, V. Gen-Probe Inc. aT« 

televanf to the instant claims. The. Federal Cippiilt ^ddsessed ^ application ^f the wz^ttcn 

description recp^tement to DNA-itiated mventioi^ in Umveraitv of Califonaav. £b Ljlly^ ^ 

Co., 119 F.3d 1559, 43 USPQ2d 1398 (Fed. Ck 1997), The court stated that ''[a] written 

description of an inv^cii invoivi}^ a clwmical geims, Hi^ a ^tescription of a chemic^i speoes, 

requires a precise defioniition, sudi as by structure, formula, [or] cTtetnical name,' of the claimed 

subject matter sufBd^ to disiingmsh it from other materials." Id. At i 5jS7, 43 l}SPQ2d at 1 405. 

The court also stated that 

a generic slatOTient sucb as **yeftebrate insulin cDNA" or "mammalian msiilin cDNA* 
without more, is not m adequate written desicriptson of the g^nus because it does not 
distinguish the genus from others, except by fuhcdon* It does not specifically define toy 
of tite genes that fail within its definition. It does not define anystructumi features 
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commonfy possessed by membw of tJte gemis ftat distinguish ttem fiom otheis. <^ 
skiiled in tbe art therefore cannot, as one can do with a ftilly described genus, visiialrzse or 
recognise die identity of die members of die g&m. A defii^oaby fimetion, as we have 
previously imiiealed, do^ not su£(ice to define die genus because it is only an indication 
of vibsA IhG s/sac does, nidi<»r than what it i& 

Ml At: 1 S6$> 43 USPQ2d at The court concluded that - naming a type of xnatefial g^ietally 
laiown to j^is^ th the absence of knowledge as to vfbai that ttiatisdd consists o£, is not a 
description of that material.'' Id . 

Finally^ the court addressed the manner by ^ch a genus of cDNAs mrglit be de^l)ed. 
''A deseription of a genus of cDNAs may be achieved means of a i^&dtation of a j%|}resemative 
number of cDN As, defined by nucleotide ssiquencei felMng withiti the scope of the genus or of a 
recitation of structural features common Co die members of the genii$» \4u^ feotums cmistitute a 
substantial portion of die geiius/' jj^ 

The Fed^ Circuit has recently cLw&^ that a DKA. molecule can be adequately 
describe widiout disclosing its &mpkm structure. . See Enzo Biodi^ Bic. V. Geh-Ptobe Inc ., 
296 F.3d 13 14 63 USPQ2d 1 609 (Fed. Cir. 2002). The Enzo court adopted the standacd that "die 
writteai desctiptjon requirement can be met by '^v^ir^ that an invention is complete by 
dfsclo^ Of $titfi^i0itUy detailed, relevant identifying characteri^s.... i*e., eompl^ bt partial 
structure, odief phy^al and/or ch^ical propertiesi, functional <ditt££Cleri^cs >^n coupled m± 
a known or djsctqsed correlation betw:een iiinction and structure^ ot some combination of sudi 
characteristii^ **Mi At 1524,63 USPQ2dat 160 (emphasbb oni£^ 
original). 

Tte inventions at issue in Lilly and Emo were DNA constructs per sc> the holdings of 
dtosc ca^ are &lsO is^pS^e to datims »ich as^ diose at issue hm. A dlsclc^^ that does not 
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adequately ^escribe a j^oduct itself logioatly cannot adequately ilesimbe a method of using that 
prewJiict 

tiiuS;, the. tnsttot specification may provide an adequate wiijtta descnptioft of the 
angidgenes^ polypeptide or tbe Axt p6lypepttde> per Lilly by sttuctuii^y desqtibitig a 
rq}resentattve number of anjgiogmesis polypeptides or tbe Axl polypeptides or by desoibang 
^'structural.feature^ common to tfie members of tbe ^i^us^ whidi features constitixte a ^itetitiitiai 
pofrtioit of the genus. " Alternatively, per Enzo, tbt specificatkin cm ^ow that the claitned 
invi^tion is complete ''by disclosure of sufficiently detailed, relevant identiifying cbaract^istk^ 
fijnctional characteristics when coupled with a knovf^Ei or disclosed cortelation beCmen &mctiosi 
and structure^ or some combination of such eharacteristics*^' 

In this case, tiie s{)edficatipn does not de^ciib^ Hi^ angiogenesispolypeptide or t^ ArI 
polypeptide required to practice the me&od of claim I or claim 27 in a manner that sati^^ 
eidier the Lilly or Enzo standards. Ute speetlic^on docs not providie the complete structure of 
ma tiie apxgiogenesis polypeptide or the Axl polypeptiicfe, nor do^ the q)ec£gca]$on pzK^vide any 
partial structure of sudi the angiogenesis polypeptide or tiie Axl jplypeptid^, nor any physical or 
di^tmcat chanu^teristics of the angicgenests polypeptide or the Axt polypeptide im any 
function^ charactjmjs^ coupled with a known or disclosed ccHrrelation b^een stzucture «^ 
iunctimi Atthou^ the i^iJicatian discloses two angiogCTCsis /A?(l polypqjtides, SEQ ID 
NOs: 4 and 6 (see Sequence Listing^ tMs does not provide a det»:f^*on of the angiqgenesi^ 
polypeptide or the Axl polype|:^de timt would ^isj^ tftc standard set out in Etwi. 

The specificatidn also fills to describe the angiogenesis polypeptide or the Axl 
pdypeptide by the test set out in Lilly. Thje specification describes only two angiogo^is /Axl 
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polypeptides. Therefore, it n^ssiarily fails to describe a ^^i^resentafiv^ number" of such 
species. In addition, the specification also does not describe '^structoial featioes common to the 
members of the ge nus, wMch features constitute a ^ibstantial pcatton of the g^uis. " 

liius» the specification does not provide an adequate written description of angiogeiiesis 
poiypepU^ or the Axl polypeptide that is teqmred to pr^tice the clmmi invention. Since the 
$peafic»fttion fails to adequately descdbe the ang^ogenesis polypqMide or the A^d polypeptide,, it 
also &iiH to adequately de^be the metiiods for identifying a cioinpoumi that modulates 
i$njpog^iesis 0t timiorigen^ 

OabH Refectkm- SS VSC§ 102 
The following is a qtiotatidn of appMjmate paiagi^^ U^-C 102 that form fee 
basis for the rejections un^r this section made in this Offii:^ «i^siit 
A p^$(m shall be^iMed to a pateot uxQa&a 

(b) the mvt»^crn >Ms> p&xao^ oar i£bs£nbed m b pnnled pM]^(m bn or alui^gQ coimny cr ln piSb^ use or 
on sale m thisiwimfiry; more duo one year prior to the dai^of apfilfcAion piBtent m the-iriiiied .Sates. 

13. Clmms 1, 2, 5, 6, 14, 19, 53, and 54 are rejected under 55 U,&C. 102(b) as teing 
anticipated by Healy et at. (Am. J. of Physiology, Lung C^U Molecular Physiology^ /une, 2001 
280::L1273-Lmi). 

The claims are drami to a joiethodfbr identifying a coinpouz^ that modulates 
angiog^sesisi, the method comprising the steps of: (i> contactis^ the compound vriti) an 
angiogenesis polypeptide comprisii)^ an Axl polypeptide, \ii!ierein the Axl polypeptide 
comprises w amino mi seqt^ce >vith graaer tim 90% identity to SEO ID NO: 4 aikl iwh&rein 
the angiogenesis polypeptide has kinase activity; and (u) det^miiung die funcdoial ^ect of ifae 
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0(MpouQd iipon the an^ogenesis polype|)ttde (claunlX the me&Kl of claim h yihemh the 
functional efiect is determined in vitro (claim 2), the method of claim 2« wherein the functional 
^et is a chaomcai effect (daim S), the method of claiml, i^^ierein th^ pdyp^tide is expas^sed 
in aeukaryoitc host cells (clfitei 6), tite in^iod oif claim I, wtereinihe ftnwiticmal effect is a 
diemical or phenotypic effect (daim 9)^ the method of claim 10^ wherem ^ polypeptide h 
repressed in a eukaryottc host cell (claim 16), the method of claim 1 Q, vvfaerein the host cell is aa 
endoaielial cell (claim 1 l)vthe method of claim;!, wherein die poiypeptide feteoombinant (claim 
i% and the method of clamt 1 fiuther comprising: the step of: detj^miiiitig the ch^cd <^ 
phenotypdc effect of the compound upon a ceU comjHjstng the ang^og^n^ polypeptide or 
fragm^ thereof thereby identi^g a compound that modulates angiogHiesis (claim. 19), 
method Of clami 1 or 27 whj^ktiie Axl {^l:^tide (xmif^ses an an^o ^id seqwn<^ greatei 
dian 95% id^eity to SEQ ID NO:: 4 (claim 53% and tte method of claim S3 vAktt&A the Axl 
polypeptide comprises SEQ ID NO: 4 (claim 54% 

It is assumed for exarmmtioa purpo^ for die reasons staii^ aboy^ in the rejectioti under 
U.S.C. 1 12 first paragraph that an Axl polypeptide wherem flie Axl polypeptide compri^ aa 
amiw acid sequ^ce great than 90 or 93% idei^^ to SEQ ID NO means a p6Iypq;stijde of at 
least 9 amnio acids of SEQ ID NO:: 4 timt has kiiiase activity. 

It is not^ that the specification teaches ttot the phrase ''fimcflottfiil eSfeets*' in the context 
of i^ys for testing compoumb that modulate activity of an angiogenesis and tumorigene$l$ 
protein indudes &e detetminadon of a parame^ that ls radirecdy or ifisectly under tte inSuence 
of an ahgiog^sis ipolypeptideve.&„ a chemical or phenotj^c isfifect such as losSrOf 
a]»gi0gen6sis or tumoiclgen^*s phenotype represented by a chimge in expimioii of a ceD surface 
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inarl^ a Vp3 intqgrin, chaoge^ in cdluilar imgration, change in eodotbeliea tube formation, and 
changes in mmor growfc, or changes in cellular prolrfemtion, espec^^ eodothciial odl 
ptofifemtiQnj or ©dzymafic or, e.g., a physical ^ect such as ^guM bincHng or inlubition 

of iigand binding. A fimctioruti effect theiefoiie tndudes Ugwd binduig activity, the ability of 
celis to ptoliibrate^ e^^Hiesston in cells undetgdmg angiogoiesis or tuoiorigenesis, ^ind o&er 
charactto'sii<» of angiogenic andtumori^nic cells. TuncjtioruJ effect" ineltide in vitro, in vivo, 
and ex vivo aqtiyities, p. lines 15-2$. AdcKt&nalty, it is noteid ttttit ib& specificsoiiioD; teacher 
that Metenruning the funcdonal effect'' tneans assaying for a compound that inciea^ or 
decrease a panatfieter ^ is indi^y or directly ucder the inftuence of an wgiog^^ protdn, 
e,g., measuring pbyskal mi ctettiis^ or phwiolypic effects. Snch tunctional effects be 
measured by any mean s knofwn io those ^^ed in the art incii^iiiog measuring apaptam and c^il 
cycle mti^ para, bn^^ng^ p. g sa)d 9. 

Given feat there is no <fistinciion givc^ between a diemical or ph^^ic effect in the 
specifieation, it wiU be assumed for examination purposes th^ cb^iQical or phraotypic effects 
are the same effects. 

Heaiy et eS. teach a method for identifying a compotind (<jas-6) that modulates 
ar)g]ogenes3i5, the melhod com]Hi;E^ lim spBps of: (i) contacting Qtc eomtKKmd with, an 
angiogeneas polypeptide comprismg an Axl polypeptide, as <tefixKsd by the specification (see 
above and pam. bridgiiog 7 artd 8 of die specification), wherein the AxX polyjwptide comprises 
an amino acid sectnenioe vriih greater Chan or 95 % idiBad^ to SEO ID NO: 4 Or comprises 
SEQ ID NO: 4 and wherein die aigiogeru^^is poly^ kinase activity; and QQ 
determinhtg the jtznctional (chemical} effect of die con^KHind upon the cosijE^esis polypeptide 
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by contacting human pulmonaiy mulothelial cells (eukaryotic cells) tfiati^i^ hisnaA Axl (see 
Fig, 2) with the Axl Kgand Gas 6 and determinnig the effect of Has interaction on cell munber, 
se^ Abstractt p. 127^ left eolunm, and Fig. 6, et al. ^adi nteasuringihe ch^ical effect 
of Oas 6 on human pulmohary endodhelid cells ov<H[^Q}q!)tess£ng Axl by d^emiimng the level of 
apoptosis in said cells^ see Abstract aiid Fig. 9 and 10. 

AllirDUi^ the reference does not ^^fisssiiy fliat &e Axl of &e lefeirace is 5EQ ID NO: 
4 given that the Axl polypepfide at SEQ ID NO: 4 and Healy et al. ate hiirato Axl, the cfaimed 
pfoduct appe^ to be the $aniea$ the prior art product, absent a showbg of unobvious 
dififerences* The office does iK>t have the fiK»fities and lew 

needed in order to establish flmt the product of tt^ prior art does not possess the ^me materia^ 
StrMii^Urdl and fiihCitio^ hidieai>sie»ceofevidemiefo^ 
contrary, the burden is on the iqf^icaiit to prove &at the claimed product ^ dUlei^ inxm tM 
taugto by the prior art and to estabi i A. patentable differenoes. See hi re Best 562 F2nd 1 252, 
195 USPQ430(CCPA 1977). 

14- Clain^ 27-37» 44, 45, 53, and 54 are tqected under 35 U.S£. l;02(b) beii^ amUkipated 
by Vamum, et al. (NatUfS, f dbtmy 16« 1994, 373:623-62^, as evidenced by ATCC number 
CRLrl620^ cell line A-1 72 Cvvww.aicc;orgX as i&ather evidencied by Slgma^AJdrich Catalog 
number V^SOU Vitamtn (www.sigp»a-^ddbii;^^ 

The claims aie dravm to a method for idimtifj^g caoinpound that moduktes 
himorigehe^s, ihe method comprising the steps of: (i) contacting the compound with an Axl 
polypeptide^ ^vh^fem the Axl polypeptide con^ris^ an amino ^id sequence with gre;ater ihm 
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90% identity to SEO ID NO: 4 and Avbeiein Hm Axl polypc|)d<te bius kinase activity; and ^ii) 
detenniaing the ficnctioaal effect of the compoxmd iqx)a the Axl polypeptide (claim 27)i the 
method of claim 21^ wherein the functional effect is d^steirmiiidl m vitio (els&n 28)» the method 
of claim 28, vvherein the fiioctionaaefiM^^ a (rfiysfcal effect (claim 25), fee method of claim 28, 
wl^in the functional effect is deteimii^ by ni^isdring Ugfixsi bi&dtc^ to the polyp^de 
(claim 30), the metiiod of cimm 28, whaieintiie functional eflfect is a chctmcal effect (daim SIX 
the method of claim 27^ v^erein the polypeptide is expcessed in a cufcatyptic hosj cell (claim 32), 
the metfiod of claim 27, Wherein the iiihctiot^ efiect is a jdiysIcaL effect (claim 33), the meOiod 
of claim 33, whereiii the functioti^ effect is detrnnined by measuring ligand btndii% to the 
polypeptide (cJaim M), the method of claim 2 7, wherein the fiirictional eflfect is a chemical or 
phenotypic. efifect (claim 35), ^he melhod of claJm 35, wherein tto polypeptide! is expressed in a 
eukaryotic host cell (claim 36), the method of Otlinii 35^ wherein the host crfl is career c^U 
(claim 37}, the method of claim 27, wherein the compound is a small orgjanic mciiecule (clahn 
44), the mediod of claim 27, fisither c(Hn|m^g Uie step of dctenammig^the (^teemical or 
phaioiypic effect of AecMapound vpm a cell comprising tfie Axl polypeptide or fra^ent 
thereof, thereby identifying a compotaid iteat modulates tumorigm)^ (claim 45>, flie mefliod of 
claim I cff 27 wli»tein the Axl polypeptide conqsrisea m mm> add se^iteaGflce great than 95% 
identity to SEQ ID NO: 4 (claim 53^ Wl the rneaiod of cl«m 53 wiwrein fee Axl polypeptide 
oQitpises SEQroNO: 4 (claim 54). 

It is assumol for exammatkm ptuposes for be reasons steted Aovt in the rejection under 
U.&C, 1 12 first paragraph that an Axl polypepfide wherein the Axl polypq>tide axnajmses an 
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aodno acid seqaenee great ihm 90 ot 9 5% ^sm^ty to SEQ ID NO a |k)lypej)ti^e: of ar 
least 9 amino acids of SBQ ID NO: 4 that has kinase activity. 

It is further iiote4 in additon to ttie desoiptidn of ^"fimctionai ei]fect" and '^d^mnkiKig 
fte functional dlkcX^ desmbed above, ihe ^peoficaftion (eaclies that "small orgam<? n:»5leeule" 
refers to an Qxganicusoiecuie^ oaturally occuiriiig Or synfliedPi that has a molecular wdght 
(^f imxre ihm abctufl SO dallons aiHl less ^han about 2500 dailtoii$, pzeferably less ihan about 20^ 
dattons, preferably between about IM to djoot 10(H) daltoas, mote preferably tetween about 200 
to about 500 <]aUons« 

ATCC fiismber CRL-1 620 tecdbe^ lim the A-172 odl Ijne is hinnan, eukaiyotic, 
glioblastoma cancer cell tiive and Sigma-Aldrich Catalog liumb^ V3561, Vitamin Kj teaches that 
is a small, organic moleciite. 

Vamnm, et al. (Nature, February 16, 1994, 373:623-626), te«ch a m^hod for identifying 
a compound (Gas 6 or viiamin-K) that modulates tumorigenesis, the method comprising the stej^ 
of; <i) conteeting the ^joi^pouiid with an Axt polypeptide^ wfaerdn the Axl poiypepttd!5 comprises 
an amino acid seqwnce wth greater than 90% <» 9S% identic to SEO ID KOt 4 or comprises 
SEQ ID NO: 4 and wherein the Axl polypqrtide h» kinase actiYity (Fig: 1 and 3) and (ii) 
determining the functional efifect of M conqiound upon ibt Axl polypisptide wl^ein ti^ 
fimctional effect is dctennined m W^o by measuring the functional, physical efifect of ligand 
binding by bating A172 cells;, which comprise human A?d (see Fig> 1) with Gas6 aIoi» or 
condfiii>&ed m^vBtcoixt^ning Qasfi^^^^^ K and measuring ligand tniidtng tp Axl as 
measured by (townregulation of Axl {p. 624, top left fwa.. Fig. yiyc}. ligand hbding of <}as6 to 
Axl Oft A 1 72 ceiis was also detennined by meaairing the amount of ^^hQds6 binding to Axl on 
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Al 72 oells, sdp F^;, 4. Vamum, tt al. ^so teaeh <tetenA{iiiflg b iunctioaaU ctemkai effect by 
trcattflg A-172 ceUs with {jas6 aiid measmkg Ibe kinase activity of Ax!, see p, 623, left column 
andiPigs. l a and 3a. 

Tte method of the prior art ^mi»isi^ the same method steps as clairoed in tte instant 
inventioH* that fs (i> contacting a OKnpoimd wifli an Axl poIypqrta<fe» wheceiii the A3d 
polypeptide compriises an amiiw ^Ksid sequence wth greater flm 90% or 95% identity to SEO ID 
NO: 4 or conipf ijjes SEQ ID NO: 4 and wherein the Axl polyf^ii^ has kiMse activity and iii) 
determining the functional effect of libe compound uypon the Axl polypeptide to the same 
population of ceOs, cancer cells^ thus the trimmed itethod is anticipated because the method vriU 
inherently lead to identii^rii^ a compound tliat modulates tumorigenesis, see Ex oarte Novitskt 
26 USPQ B?9 (BPAI 1993^). 

AJAough the refe]f?eriee does not spedlScatlly to 
4 given that the Axl polypeptide of SBQ ID NO: 4 is human and the A-172 ceHs are human, tfe 
cliumed pEod«$i^ dspp^ to be the same as the pnoi art piochict, absent a stowi&g of unobvious 
differences. Theoffice do^ not have tiie fadMe^ atid lesomces to provide the fmuai evidence 
needed in order to establish the^ &e poxkluct of the prior art does not po^ss tiie same maieriai, 
stmdin^ ^ fimctioi^ &i the absence of evidence to 

contrary^ tte bufrdeh is on the appliomil to prwe that ihe claimed product is diifererrt ftom tiiat 
tayght by the i»ior art and to estaHish patentable differences- Sec In re 562 iP2iia 1:252, 
1 95 USPQ 430 <CCPA 1977). 

Furthermoit, altiiough ttie ref^^ence does not specifically 5tate that the Vitamin K was 
5$tU present in die ioontditioiaed media coiitsctiog the A)d pblyp^cte. die elmned m:ethod 
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sf^peaxs to be the mne as iht pdor art itietfaocl, absent a showing of unobvidus (Mem^, The 
office does not have the facilities and cesourc^ to provide idie Actual evidence needed in order 
to establish that the method of &xe prior art does tiot possess the small organic mokeule. of ilbe 
claimed method. In the aia^nce of evidence to flie contray^ flie bunJra is on the applicant to 
prove that the claimed method is <fifikaxt from that taught by Hie prior alt and to ^tahlish 
p^tehtabic differences. See In re Best, 562 Knd 1252, 195 USPQ430 (GCPA 1977). 

15. Claims 27 and 40 ate r^'ected under 35 .1 02(b) as beiiig andcii^ated by et al 
(MoleOilar and Celhilar Biology, December, t$d9» 19: 8075-8082) 

The claims are drawn to a method for identifying a c(»npound that modulates 
tumorlgsnesis^ the metbpd cQmj»ising the stej^ of: (i) contacting tho compoui»l witk.eBi Axl 
polypeptide, whi^iii flie Axl polypeptide comprises en amino l^id stequaice With greater lhaii 
90% identity to SEO ID NO: 4 and "wherein the Axi polypc^ptide ha^ kinase acfi vity; md (ii) 
d^^tennining fte iiinctional effect of the compound upon the Axl polypeptide (claim 2% the 
meihod of claim 27^ wherein the polypeptide is rec^mbiti^ 40). 

It is assumed for examination puiposes for the reasons staled above in the r^ectioa under 
U.&C 1 12 first paragraph that an Axl polypeptide whereintiie Axl j»lypc^de compr^ an 
amino acid sequence great than 9Q means a pplypepftide of at lem 9 amino acids of SEQ ID ,NQ; 
4 that has kinase activity. 

It is again noted th^ the specification teadies that tbe phrase "functional effects^ in the 
context of assays for testing c€«3tpounds that modolate activity of an angiogene^s aiut 
tumotigenesb proin^n includes the detmnination of a parameter flW is mi&msOy or dire^y 
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under thei fnflu6n<Sft of an ahgiDget^siS polypepti<te, eg., a chemiiiSftl or phehotypic effect such as 
l(m-of angiogenesis or tumorigenesis phenotype rept^saited by a diange in e^ressioa of a cdl 
sjur^ mailE:er av^3 integdn, dianges in cellular nugiratiGii, cbangea in okb^Iial tube 
formation;, and changes in tumor growth^ or dianges in <»Uutar prolife^tipn^ espec^ially 
endothelial cell piroKfanatiOh; or ertzyniatic aetivi^; ot, e.g», a phy^CsJ effect such as %aAd 
binding or inhibitidn of ligand binding, A function^ effect Ihetefoiie inclu^ Ugand biiuling 
actLvityr^ die abiKty of ceils to pmlifeiraie* e;xpie^i6nih cells undo^going angiogenesis or 
tuitidrigisnesis^ and oth^ efaara^ri^cd of angtogMc and toxifeortgeciic eells. ''Functional efjM^"* 
include in vitro, in vivo, and ex vivo activities, 8, lines 15-26. AdditionaBy, it is noted thdt 
the speci&cation teaches that "^det^cmhiing the functional ei&(^*^ nKians^i^saymg for a compound 
ft&t Increases or decreases a p^i^eler that b induecdy or £cectiy under the influ^^nioe of an 
anglogenesis protein, e.g., m^aasuring physiis^ and chemical or phenolic effects. Sudi 
functional effects can be measuired by any means knpvm to titose Skilled in the art, p.8» lines 27- 
3a 

Lee et teach a method for identiQijag a compound (C^ 6) that modulates 
tumorigenests. the meOiod compri^^ng the sC^s of: (i) contact^ the compouml With an Axl 
pol)qpeptide, viierein the Axl polypeptide onnprises an amino acid s^uence with greider than. 
90% identiryf to SEO ID NO: 4 atKl M^erera die Axl polypqitide has kinase aptivily; and (ii) 
deterininiT^ it^ functional effect of tiie cDinpDund uiKXD the Axl po^ppc^^^ ^vliereui the 
polypeptide is TecoHibuMttil by dfitemimng the functional chemical efltecas of Oas-6 on human 
ovarian cancer cells esqpfesg^ing reoombina^ Axl (see Fig, 3 and Matenals and Mediods, p. ^077, 
lefl column) by in^asimtig Axl activation/phosph^^^ (Fig. 4B and p. 8078» r^t 
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column), mito^iesis (Fig. 40, p- 8078^ tight colurnn) 1^ spopto^ (Fig. 5, p. 18079, bottom of 
page), also see Abstract. 

The mi^hod of ijie prior art comprisies the same method steps as dumed in the instant 
ini^^cfti, ttiat is (i) eotttacting a comj^und with an Axl polypieptide, vrfi^tin the Axl 
poI jT)eptide comprises an amino add sequence with greater than identity to SEQ ID NO: 4 
and wh^tin the Axl polypeptide has kinase activity and (it) deminintnglfae fut^onal c&a of 
flic compound upon the Axl poJypeptiide to the same pppulatiiwi of c&Vb^ cancer cdls, th\^ the 
claimed mdhod is anticipated becau$c ttm method will inheceandy lead to ixfentii^ng a ccffi^pound' 
that moduiales tumorigiBttesis> See EbcoacteNovitdd 26 USPQ 1389 (BPAI 1993). 

AUhoUgh the refecence docs not speciScally teadi Aat the Axl of the lefer^icc is SEQ ID 
NO: 4 given that the Axl polypeptide of S£Q ID NO: 4 is human and At rccorabina^f Axl was 
i^lated &om human <^Us (^ cbtdng of tii^ 

displ^ assay, p. 8076 and ATCX Number: HTB-77 (vraw.atcc«otg))^ the diaimed product 
^qE^eai9tobe4i^:sasi^a$the|^ 

ofiice does ncit Imve ihe faeiiides anditsourees to provide iSb &ctaal evldem^e needed m order 
to establi^ that the pfoduct.af the prior art does notpo^s^ ihs same material^ structuza} and 
fbactional ch»iicteristics of thec^ pxoduct^ Jn flie absence of eyidence to tibe contmry, the 
bunten is on the applicant to prove thait the claimed product is different firdm thstt taught by the 
prior art and to establish patsmtebl^ SeelnreBesVS62 F2«l 1252, 195 USPQ 430 

(CCPA1977). 

Claim ttefectioiis - JS VSC§ m 
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16. Thefonavsing i&aqudtati<»iofS3US.C 103(a) wluchforan^ the basis f<^^ 
obviousness tejecfiotis set fortti in this Office acdon: 

(a) A patent may »ot be o^amed tboti^ the fiivdhtion is iiot r^en^Qdliiy (lis:loi»d or dtscribed ps set 
fortfi in section 702oftfiis{{t(i^ifthediif|&reii^ 

the prior art w such ihat^ subject matler as a whole wouldbave been, obvious at the time the 
1itv^(»i Avas made to & pmm imfaig oi^diiitfy jiqQ in^bcmto i/^dh.smdsi^jecl matter {i«rtah». 
Paicntalnlr^ shall not beiu^ved ^ to num»ria v^ihe mvaal^iM wesmi^ 

Tlie factual mquiries ai^ forth in Graham v. John De&r& Co. , 3«3 US. U 148 USPQ 459 
(I966)« tbat ai^ iipplied fpr establishing a backigtouad fot detetmining<d>viousiiess undsc 35 
U.S.C, 103(a) «S$uiiuiwrized as 

L Detennining the scope and cQntents of the prior art 

1< A^veilmmag&ediirerm 

3. Resolving^ level of qrcfinaty skiil m th^ pertinent art 
4« Coittiidering objective: evidence preset in the anpUciMC»»i imiic^^ Obviousaess 
or nonobviousne^.. 

this s|}jpli:ciaiibn currently names joint inveatDis. eonsfdadng p8tmUd>iU^ of the 
claims \mder 35 U.S.C* 103(a.), the examiner jMresumes that the subject matfer of the vanous 
t\sm& iwas Gonmionly owned at &6 time any invmdons covei«d tfaeieaji made absent any 
evidence to the contrary. Appiicapt i$ ^Ivised of the obfiga&m umder 3 7 CFE 1.56 fo^ point mi 
the inyenfOf and Invetitioii dates of eadi claim tfmt was not cotntnonly owned at the time a later 
invention visas made in oider fbr tte ^Gaminer to: ocmsidcx i&e a^IicalHltfy of 35 U.SjC. 103(c} 
and potential 35 U.SX. I02(€), (f) or (g) prior art under 35 U.S.C. 103(a). 
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17; Claims 12; 15^18 aze rejected under 3S i03(a) as being onpateiitalde QverHealy ec 

(Am. J. of Phyaology, Long Cell Mol€«fuiar Physiology, Jims, 2001 2^0: Ll273rL1281)as 
applied to dsdni3 1, 2, 5* 6, 9-11, Hy 1% 5% and 54, above, in view of Yam^ and Oieresh 
(Cuireift Opimon inCeli Bioiogyi,Octol>er 1996, 9:724-730) b further view o^^ 
{Unhed States Patoit Application, 20040048253, Pebruaiy 2J, 2001}, and in fimhier viewof 
Rwslahti et al (US Patent 6, 1 80,084 January, 2001). "I^'^ ' ^ 

The claims are drami to 4e tnediDd of cMm 1 1 whie^ndu (te fynctibhal effect is 
detemuned by measuring aVp3 expression or haptotaa^is (claim 12)j ttie method of daim 1^ 
wherein^ compound is an antibody (claim 1 5), Ibe method of claim U wfaeteiii the c^poui]^ 
is an antiwMise motectite (claim 16), the method of claim U whetein the eotoiiound is an RNAi 
molecule (claim I7)andtiiemethod ofGlami I > wherein ^econ^und is a saM organic 
molecule (claim 18). 

Healy et al. tead^ a method for idefidfyiuga compoun!d((iaS'6> that modulates 
angiogem^s, the method compnsiiig the dtepst of. <i) oonCac&igti» coivy;KKmd with an 
angiogencsis polypeptide comprising ^ Axl polypeptide as defined by Ae specification (see 
above and para, bridging p. 7and « of the specification)^ wherein the Ajd polypeptide compri«s 
an aminp add sequence wi A grMto: than 90% <jr 95 % idaatity to SEO KO : 4 iyx eoiiq>riscs 
SEQ IDNO: 4 airf wherein the angiogencsisj^jly^ptidc has: 

detentuning the functional (chmical) e&sct of tike compound upon the angiogenesis polypeptide 
by conUectii^ human pulmoiuffy endottelial ceU$ (ettoyotic oells) that express human Axl (see 
Fig, 2) with file Axl ligand Gte 6 and determining flie effect of this interactiDn on cell mai^cr^ 
see Abstract, p. 1276, left column^ and Ffg. 6. Healy etaL teach tneasoriti^the ei^ 
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of Gas 6 on human pultnonafy ^ndbthelial ceUs ovmxjxQSsmg Axl by determiimsg ibt level of 
apopto&is in said celJs^ see Abstract and J^g, 9 and 10. 

Healy^ al. 6o not ^eac^ 4et9miiQ9i% tfi$ fimctional effect by measuring aVP3 exp^ssion 
orhaptotaxis or the use of an^ntibodyj aa antiseflEdetttolccuiB, an iUsfAi moIeaule,or a small 
orgaoii^^^molecole, 

Vamer and Chstsh asash lOiat integxiii aV03 is significantly uprc^g^da^ on vascular ce@$ 
Awthin hwran timers aital in nwpon^ to gtowih &cto^ and p^ys a biol^^cal. i5ol€ m a oitical 
event of blood vtesel fonnsHion dsmi%: tunabct «njgki^csjs» sectiott «ai Role of Integrins in 
Tumor Aiigigpgenesis, p. 726- 727. 

Panzer et al. teach the common art practice of screemng small molecule^j. aiUibodies, 
oligonucteotides^ and the ahdsei^ molecules for vs^ 'im dii9i0tiods and ihenq)ies» see para 0735* 
0741 and 075 W57bf the plibBdied applieaiioa Similarty Ruoslahti et d ttadh Oie common art 
practice of screening organic chemicals, nucleic acid molecules such as RNA, a cDNA« or 
oligonucfeoi^es, and anybodies for use in flieEapt^, see Coli, 2, ^12. 

Thus il: ^uld have been prithn/mie obvious at the time the inv^tion w&s made to 
perform the method of claunl by measuring aV§3 expression ord to ^ an antibody; anti^ense 
molecule, RNAi> or small organic molecute as the conq^omid to use m tb^ scieening method 
because the level <x VP3 expression was known to be importail in angiogeo^s and the scie^iing 
of various m(3&v3^ry 0otxipoai^ pmpbses was oonv<aiti«Qid^ used in the art at 

the time of the mventi<»). Thus one. of ordinary skili in the art would have had motivation^ a 
reasonable expectation of sicccess in making and using ft» corned invention. 
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18. Claims 41-43 are rgectedtmder35US.C. 103(a) as bdiiigin)ipatentid^ 
ai. (Natm% February 16, 1994, 373:623-426) as i^lied to daimB 27-37, 44. 45^ 53, and 54, 
ab6vi^, in fistther view of Paozer et aL {JJmXed Stat^ Patent Ap|£eatioq, 2t)040iMS2S3, Pehniaiy 
21, 2001). arid m further view of Ruoslahti el al (US Patettt 6,180,084 January, 2001>X'(?^''^^ 

The clums are dima to the inbetfaod of claim 27, vt^bereb ifae cosnpound i$ sm antibody 
(ctaim 41), the method of claim U herein the comsHC^ttmi.is an antiseose motecule (claim A2X 
and tike tttetfaM of «teim l> wbeteUi ^ com^ is an RNAi mofecule (daim 43). 

Vainttm, m, al. (Natare, February 16, 19^, 373:623-626)^ teach ame&od, as <tescribed 
^ve^ for identifying a compound (Gas 6 or vitamin^K) that modidates tomoiigmtsis, the 
meOiod toii^smg the j^ps of. (i) coiitacting the eompoimd wfh m Axl tx>l3^peptide, wlmda 
the Axl polypeptide comprises an amino aeid $e(8u©tice? with greater than 90% or 95% identity to 
SBO ID NO: 4 or coiqprises SEQ ID NO: 4 and vvheiiem the Axl polypeptide has kinase activiQ' 
(Fig: 1 iifid 3) HEEid (it) d^ft^Uung: jhe iimctioiial effect of the compound iqwn the At) 
polypeptide^ tiie method of claim 27, wh^ein die iuncdonal tfBt&t is determined m vHro by 
measuring die fonctional, physical (^ect of li^d binding hytn^ting Al^ 
comprise hmm Axl (see Fig. I) with Gas6 alone or conditioned medm containing Gas6 and 
vitamin Kand rneasuring ligand bindti^ to Asdas measiitibd by dbwnEeguiafionof A4 (p^ 624^ 
top lefi paia,. Fig. 3b^); Ligand binding. of Oas6 to Axl on AI^ cells was also deteiftnn^ by 
raeasuiing die amount of '^I-Gas6 binding to Axl on A i 72 cdls, see Fig, 4. Vamum, ei al, 
detomned :a.&njcli0nal. chemi^ eSect by tneadng A^l 72 cells with Gas6 and m^suring tho 
kinase acdvi^ ^f Axl, see p. 623, lefi coluxnh ami Figs, la Bad Sa. 
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Vamum et al do tt3t teach usmg an andbody^ aa antisense ittoteaufe^ or m RNAi 
molecule: as tiie modublaty compounA 

Paiiz^ et al. teach the coimtion art practice of screniiDg small molecule^ antibodi^^ 
oligonoclcottdes, and flie antisrase imlecul^ for in dtagdosis and tMra^ie^ s» para073S- 
074 1 and 07S4O757of the published appIicalioiL SimHarJy Rooskhti et al teach the cdinmon ait 
practice of screening organic chemicals, nucleic^ acid molecules such as RNA^ a cDNA, or 
o%qnudeotides^ and anfibodies fbr use m therapies, see Callyl, 9-12, 

Thus it would faave l^hptima facie ol»rious the tim tise invetition vrag teaife to \i5e 
an antibody, ^sensc molecule,^ RNA]« or smail oigamc molecule as flie compc«ind to «se in the 
screening medbMKl because the screening of various rtodulatoiy compounds for Cher2q>6utic 
purpose was conventionally nsedin tte art at the time of the invention, thus (am of ordinary 
afcili in the art would have h^ motiva&in md a r^tsonahle expectation of success ui making and 
using the claimed invention. 

1 9. No ddbrns are allowed 

20. Any inqidry eoneeming this conuttat^catioa or earlier communications ftom the 
examine should be ^fiiected to Peter j/Reddig v^ose teicjaione number is (571) 27:2-903]. the 
examiner can nonnaily be reached on M-F 8:30 a,irn>-5;00 p.Tn.. 

attenqits to reach the examiner telephone are unsuceess^l, Hhe t^aihbi^^s 
supervisor, Jeffrey Siew can be reached on (571) 272-0787, Theikx j*ione number ^ the 
Ofrgani2ation where this syoplication or procMing b assigned i» 571 -273-83fK). 
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Tiif ormiation reg^^ staltis of an qipltcation loay be bbtaiiied fiomfhe I^atent 



Applicalion Infoxmabon R^evai (P AIR) system. Stabis Momatioa for published applicatioiis 
may beot^ied fitcon elth^Plrivats PAIR or Public PAIR. Status mfcmatimfoi^Tm 



appiicatidjis is available tiluough Private PAIR only. For more inforcb^on about tk: PAIR 
system, see ht^p://i^rKlirectiispto;gov. Should you have quesdom on WGS^ to the Private PAIR 
systetn, contact the Electionic Business Carter (EBC) at 866-217-9197 jftoll-fiee). If you wnild 
like assistance from a USPTO Customer Service Representative or access to tim automated 
mf<OT4ation systrai, call 800-785-9199 (jNUSA ORCANADA) or 571-272-1000. 
P^ J. Reddig, Ph.D. 

Examine y ^ 

Act Unit 1642 / / 
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